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February 2, 1998

Michael A. Friedman, MD
Lead Deputy Commissioner
Food and Drug Administration
5600 Fishers Lane
Room 14-71
Rockville, MD 20857

Dear Lead Deputy Commissioner Friedman:

President Clinton recently signed the Food and Drug Administration
Modernization and Accountability Act into law (PL 105-115). This presents an
opportunity to advance therapies for infants, children, and adolescents in
addition to adults. The American Academy of Pediatrics (AAP) makes several
recommendations to the Food and Drug Administration as you prepare for the
important task of drafting regulations to implement the law.

GE NERA L RI?COM MI?ND.4TIONS:

Include “infants, children and adolescents” explicitly in regulatory
language: On behalf of the 53,000 pediatricians represented by the American

Academy of Pediatrics, I write to strongly urge that throughout the process of
drafting regulations for each component of this law, reference to “infants,
children and adolescents” be explicitly incorporated in the language in ~
sections of PL 105-115 that may apply to this population. Specific
recommendations include, but are not limited to, the following sections:

Section 111- Pediatric Studies of Drugs
Section 120- Scientific Advisory Panels
Section 127- Pharmacy Compounding
Section 128- Reauthorization of Clinical Pharmacology Program
Section 129- Regulations for sunscreen products
Section 130- Reports of postmarketing approval studies
Title II - Improving Regulation of Devices
Section 401- Dissemination of information on new uses
Section 406- Food and Drug Administration Mission and Annual Report
Section 412- National uniformity for nonprescription drugs and cosmetics

Historically, children have been the catalyst for changes to the Food, Drug and
Cosmetic Act yet they have received only limited benefits from these changes.
One need only look the 1962 Kefauver-Hmis amendments to the Act to
illus~rate the point. The 1962 amendment, which requires that drugs must be
demonstrated to be safe and effective for their intended uses. came about after
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babies were born with physical deformities resulting from maternal ingestion of thalidomide
during pregnancy. Despite the requirement that the safety and effectiveness of drugs be known,
as of 1997 only 20 percent of drugs used for children have been labeled for use by infants and
children.

Establish an independent Pediatric Advisory Committee. The independent pediatric advisory
committee (PAC) assembled by FDA should be a working group of pediatric experts external to
FDA with in-depth knowledge of the pharmacological issues related to drugs and biological. To
ensure that the committee can efficiently function, it should be limited to a total membership of
10-12 persons. The majority of the membership (7-8) should represent pediatric clinicians,
pediatric pharmacologists, researchers, and ethicists. The remainder of the committee would
include industry representation (2-3) and parent/guardian or child advocate/s(l -2).

The PAC should meet on an as needed basis but no less than twice a year.

Role of PAC would be to advise the FDA on such issues as:

. Acceptor reject request for waiver of conducting pediatric studies of new molecular entities
(NMEs);

. Determine which already marketed drugs need pediatric studies by relying on a prioritized
list of already marketed drugs needing pediatric studies and by seeking input from experts in
specific areas of pediatric practice. An organized structure of leaders to serve as resources
include the American Academy of Pediatrics, US Pharmacopoeia Pediatric Panel, Pediatric
Pharmacology Research Unit Network, AAP specialty sections and others;

. On a case by case basis, determine if a drug is considered as “widely used” in children and if
the severity of illness warrants approval;

. Acceptor reject waiver requests on the basis of failure to develop formulations;

. Determine the relevant pediatric age groups to be studied for the proposed indications;

. Determine when deferrals of submission of some/all required pediatric data is appropriate
until after approval of the product for adults;

● If a pediatric study is deferred, establish appropriate timetables for completion of pediatric
studies (e.g., when should a drug enter into pediatric trials).

In addition, the FDA should make appointments of at least one pediatric expert with in-depth
knowledge of pharmacological issues within the scope of each of the Advisory Committees that
exist within the Center for Drug Evaluation and Research. With the exception of the Advisory
Committee on Fertility and Maternal Health, virtually every other Advisoxy Committee has
implications for the pediatric population.

Studies for Pediatric Patients should rely upon approval through an FDA or HHS
approved Institutional Review Board (IRB). To insure the safety of children, it is important to
avoid making an industry of studies in children in which parents are paid for “volunteering” their
children to participate in studies that are approved by IRBs which do not satisfi the requirements
developed by the FDA, HHS and AAP for ethical study of drugs in children.
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Se ction 111- PEDIATRIC STUDIES OF DRIJG$

AAP urges that detailed regulations for the pediatric studies of drugs provision (Sec. 111) of PL
105-115 be a top priority.

Definition of “may produce health benefits” should be broad. A drug should meet this
definition if it was intended for treatment of a disease, condition or indication which occurs in
infimts or children. This definition should be construed very broadly.

Define scope and goals of study protocols -- both for new and already marketed drugs -- so
that the data would be sufficient to support pediatric labeling in an
NDA or SNDA. The intended goal of this provision is to get more drugs labeled for pediatric
use. As Representative Jolm Dingell, ranking minority member on the House Commerce
Committee noted in remarks on the House floor during consideration of the conference report on
S. 830, “Market incentives are included in the bill to encourage pediatric studies, so that labeling
of these products will be useful to pediatricians.” Even though the law does not specifically call
for studies to result in labeling, we urge that studies be extensive enough and of sufficient quality
to allow the drug to undergo labeling.

Further, because the written request will be a basis for whether the Secretary accepts or rejects
studies that a company does without an aweed u~on wmtten motoc 01 the request should be
extensive. The AAP recommends the following information be included in a written request for
studies:

-- scope of studies requested will be indication and drug specific and should
include input from the Pediatric Advisory Committee;

-- age groups that need to be studied;
-. type of prior data that would be acceptable;
-. number of children/percentage of completion rate for each study;
-- type of study (e.g., length, PK, safety and efficacy where appropriate

,etc.);
-- If additional efficacy trials are needed, the size and number of additional

independent trials should be stipulated;
-- timeframe for completing study
-. location of the trial sites
-- if studies in a particular age category require a new formulation,

completion of the study must include development of that formulation
.- scope/content of report that will be submitted to the Secretary
-- sponsor provide analysis of published information of the medication as

used in children

It is important that the Secretary have criteria for determining when pediatric studies DO
NOT meet a written protocol. Sec. 111 (d)(3) indicates that “The Secretary’s only
responsibility in accepting or rejecting the reports shall be to determine, within the 90 days,
whether the studies fairly respond to the written request, have been conducted in accordance with
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commonly accepted scientific principles and protocols, and have been reported in accordance
with the requirements of the Secretary for filing.”

Therefore, the AAP recommends that criteria be established and include:

-- if studies don’t yield data on adequate number of pediatric patients;
-- data is uninterpretable because of a problem with technical analysis;
-- sponsor fails to complete studies in the pediatric age groups identified in

the w-it-ten request;
.- “cornrnonly accepted scientific principles and protocols” should be defined

as meeting all existing GCP and GLP standards as well as all current
regulatory standards for studies intended to support an NDA or SNDA
submission.

Prioritization of already marketed drugs. This list should be developed in consultation with

groups represented on the Pediatric Advisory Committee. Criteria for selection of drugs should
include severity, morbidity, mortality of condition for which drug is intended, documented or
anticipa~ed use in children, therapeutic index (e.g., risk of adverse effects), presence or absence
of equivalent drug already available and labeled for children, and number of children impacted
by drug. The list should be developed by various drug categories (e.g., antimicrobial,
antiamhythmics, vasopressor, sedatives, hypnotics, psychiatric drug, etc.) and prioritized by
various factors (e.g., number of prescriptions written each year in children, if the
pharmacokinetics are likely to be different in various pediatric populations, special susceptibility
of a population to drug toxicity due to differences in pharmacokinetics, etc.)

Regulations need to clarify congressional intent that doing one study in one pediatric

population does not quali~ the sponsor for the marketing exclusivity. The definition of
pediatric studies means at least one clinical investigation (that at the Secretary’s discretion, may
include pharmacokinetic studies) in all pediatric age groups in which a drug is anticipated to be
used.

Studies in the pediatric population may need to be conducted in patients ranging from premature
infants to adolescents. Otherwise, we will end up “orphaning” certain groups, as has been the
case in the past. For example, studies in 12-16 year olds will not suffice for toddlers or infmts.

Defining the population for study by age may not address important developmental changes in
pharmacokinetics and pharmacodynamics. Specifically, at one month of age when the neonate is
considered an infhnt by conventional definitions, a 25 week gestation newborn would only be 29
weeks developmental age and still quite immature. It is most appropriate with the newborn to
refer to either developmental age or post conception age where fill term is considered 40 weeks.
Infancy should start at 44 weeks post conceptional age.

“Anticipated use” (Sec. 11 l(g)) will need to be determined indication by indication and
drug by drug. Itmust be determined with advice from the Pediatric Advisory Committee to
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avoid situations in the past in which FDA or a sponsor, in absence of pediatric expertise,
arbitrarily determined a drug would not be used in pediatrics when it was clear it would be or
was actually being used. A determination of current use of drugs in off-label treatment should be

based upon data from both inpatients and outpatients.

It is essential that drug manufacturers not be the sole determinate of use of a drug in the pediatric

population. Surveys from children’s hospitals using actual drugs dispensed can provide age
related data regarding the use of medications off-label, and this should be updated annually.
Surveys of pharmaceutical data and prescriptions from large pediatric populations in the
outpatient setting may be provided by HMOS or huge pediatric treatment organizations. These
data should also be updated annually.

Development of age-appropriate formulations is within the spirit and scope of the
definition of pediatric studies. Requirement for formulation that is appropriate for the age
should be an integral part of the requirement to conduct pediatric studies. Pediatric studies are
irrelevant if the drug is never marketed in a formulation appropriate for children or the
formulation used in the studies.

Section 113- DATA BANK FOR STUDIES FOR SERIOUS ILLNESSES

This data bank can be a usefi.d tool for pediatricians, families and children. It must include

specific information about infants, children and adolescent. AAP recommends:

-- The Pediatric Advisory Committee should determine which pediatric

studies should be included in the databank;
-- Studies of less serious disorders be included when pediatric patients and

families may benefit from data bank information;
.- Regulatory language should incorporate a specific pediatric protocol

section as part of the data bank. In addition, each protocol should include
a specific notation that children did -- or did not -- participate in the
protocols (similar to the pediatric page on drug labels)

Section 401- DISSEMINATION OF INFORMATION ON NEW USES

The AAP remains concerned that efforts to directly disseminate information to physicians about
pediatric off-label uses of drugs maybe a disincentive to securing appropriate labeling of drugs
for children and adolescents. In an effort to minimize any potential negative outcome horn this
provision, the AAP strongly urges the following:

-- specific references to pediatric populations should be included as part of
the information which manufacturers include in a prominently displayed
statement.
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-. pediatricians should be a subcategory of providers identified who receive
off-label information. This will also assist in the development of the
Institute of Medicine study that is required by Congress;

-- as part of the SNDA provision, specific language should be included
indicating that studies for children are underway, or will begin within a
certain timeframe, if the drug will likely be used in children.

As stated above in comments related to “anticipated use of a drug’’(page 4,

paragraph 6), it would be essential that drug manufacturers not be the sole
determinate of use of a drug in the pediatric population.

Section 409- CENTERS FOR EDUCATION AND RESEARCH ON THERAPEUTICS

The AAP would encourage that regulations include language that would allow finds to be used
to study “off patent” drugs which otherwise are difficult to study in pediatric populations.

Thank you for your consideration of these recommendations. The American Academy of
Pediatrics is eager to assist the FDA in the development of regulations that will lead to better and

more effective drug, biologic and device therapies for infants, children and adolescents.

Sincerely,

“/’”
/“’”s

Joseph R. Zanga, MD, FAAP
President

cc: Bill Schultz
Ann Witt
Victor Raczkowski, MD
Paula Botstein, MD
Peggy Dotzel
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‘l%e following commcnls arc in follow-up to lhe tclecojdiir-encu between AA P
and lk I;D.% OJ) February I 1. 1998 at which we discussed the Februitry 2, 1998
ietler hum tk’ ,41nCriCflJl Academy Or ~’cdiutl’ics 10 tllc F“DAregal-ding
i]llplcll~elltit(in[l of the Food wld Drug Administration ,Modernjiatiot) ,4ct of
1997. W’ewoLdciappr-eciale the opporluni[y to cnld~~.c Lq._rons(mm of the tOpics

tl]~l W& dld llC)t &@WX! in &!@) ~UriH~ ~]lCS~ ~~SCLWSiOllS.

d by the F] A NIm&mizwn‘) ‘ } Act of ‘ f 997
Recognizing the goal or increased smdy ofdmgs in child~en and increased
label ing of mcdicatious for chi lcken, the American Acadcn~y of Peciiatrjcs
recommences Lhruu compre}wnsil’e and broad Iist o f mcdicaticms qualify for
study. The fundwnelltzli purp[}sc o~lhis pro~rision ot’the law}is to stim Ldate as
much scientific study of nwdicalions in children. as possible. FD.4 apprcrwxt
drLIgs number in the Ilmusancis. To suggest that a few hundreci c]rugs need to be
studied in lhc pediatric population is a reasonable and appropriate usc o-i.
resources.

“k ,Academy recommends dl~t the list qmcscnt opinions from rJll ureas of
pediatric mc’dicinc. The AA P provides representation of aIl ped ialric sulJ-
specialists through ils numerous Comrnittccs and Sections. ‘[’his is not W onIy
meam of detcnni n ing the therapcmlic [weds of vw-icms pcdialric populations, but
it wi II include clinical kwders in each ofthu areas of pediatric sub-spcciu[t}’ care.
The AAP C[mlmitlee on Drugs ancl Section on Clinical Pharmacology and
‘~-herapeutics COLddassist with Coordinti(ing JY!$qlonsc!ifrom lhe various AAP
committees a.ml sections.

PQGE 2

$&’cral acldj tional recojollllend(l[iotls related to the list include:

● Since this Icgislatiun applies to botl~ ncw and a Iruady marl;ekci drugs. the
medicitticm needjng study SI1OUIL1he icknli fled by nrJnw and since the clinical
nctxi oflcn retkcts ncccl by thempcutic class, such as 1-12or calcium [docks,
1hc ~krapcutic class md indica~ion (such as an lil~ypcrknsive) SI1OUMbe

I

..— — — .—. — —. —. ._
The Arnerkwn Academy of PealHtrlcs IS comm}ttccl 10 the attaimn+mt of opli(rlal pllysIcal,

manl~l, sncf Socqal health fni- all mfant$, chklrrm ~dolescaflls, trnd young aduks
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● idenlifiwl, as WCI1.‘l-l~elllarketpl;lcetl~ld c(]]npetiti(>ll .mllongixlc[ttstry representatives can
determine howmunyd rugs will bc orneed to be studied and kthelwl ineuch tlumtpeuticcliiss
and for each indication.

● The list should include ~ the age categories for which pedialric sludics arc needed (e.g..
ncwboms, 0-2 years, etc. ) ‘l’his rwmgnizes the po~ential problem of omission of the youngest

ages ~~~mstudies. WC l~eed tcIkeep r~~nil~dingmrselves dwt newborns :ind infants have
exhi bjted the most k?qucn( and most severe side c~”fectsfrom treatment with medications
wit bout study. Ncwhorns and jnflmts should Ihcre fore, be addressed speciijudly in wquests
for studies. Eventually, this shou~d demonstrate to everyrmc that it is ftxlsiblc to study
mcdicrdions in these p:t[ients.

● ‘1’helist should be a working document ad bc accessible br frequcnl updating (e.g..,
monthly, quallcrly. semi-anmmlly). This is imp[vtant to stimulak pediatric studies of drugs
wilh palents that wi 1I smm expire.

● A process for petitioning L_orthe addition of drugs to this Iisl should bc devclopect. This
would allow vurious intereskd parties with expertise to suggest in a timely manner clJ_LLgsthal
may improve the heal lh c,art?am.1thcrupeutk m.arwgement of chi klren, Also, even though [he
list may include scveml members ofs particulur therapeutic drug class. additiond drugs
should he cli gible for listing if they represent important therapeutic improvements for
c]li]ckcn. ~’]lis approach to updating and maintaining the Iist Oi-medications for study should
provide represen~;ltion liom both industry md pediatric puticnt care providers and best serve
the necck of chi kken.

&L~ hdshim AdvmrY ~QUUd,, J’.”, !,,

AN> is pleased ~vith FDA-S willingness to include u pediatric expert on each C LIJSRAdvisory
Committee. “~hi.sis an important step forward. However, AAP lMSconccms thal a “one
voice/one vote” approach (O pediatric populations will excessively dilute pediawic expertise LLnd
inwlequmcl y rcprescn 1pediatric inlcmsls.

~vcn with pediatric representation on indi~’iduai committees, there is a newt ~or a tbrma]izeci
approiwh to the broader issues within pediatrics (including devices, rissistive technolokr,
biological, age ~H3LlJ3S W be sludieci, etc,) lha.t may not he nlei in trying to piece together
pediatric experts born existing CD13R cornmitkes.

AAP appreciates the constraints the FDA is unckr in setting up new Advisoly C’omrnittces but
strongly urges the FDA to press h- a pediatric spcci {ic expert panel that can be convened on a
semi annual basis 10 rcvit!w critical iSSLICSrelated to pediatrics. It is essential that the purml
include a breadth and depth o [“knowledge in order to provide t.appropriate representation of
therapeutic needs jrc)]n all areas of pediatrics for guidance to the FDA. The experts may wry,
dcpencting cm the issues at hand. There mllst he sulllcient Hexibility in the process of calling
together the pane] so th~lt the representation yields the needed information.

. .
e~ . s of r~

‘rk intern of the new luw is w improve pediatlic prac~ice for the ultimate health benefit of
chi Mrcn and ado leswmts. To tha~ end, any study thal is adequate L(}support pediatric labeling (“or

~
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lllcrelevullt illdicttLionstlIld agcgrollps sllc>lll~i~]llalify for exlcllsiol~ nfpaleflt excl~lsivily. The
1994 rule thnt was intended to stimulate labc!ing illustrated that peciia[ric studies n-my be
ccmductcd. yet not he adequate to qwd ify (iv kdding. Any stLLdythut is adequate tiw labeling
should certainly receive ~he reward of extended market excl usivily.

-.‘-. ”~: Depending on the drug and the age popufalionls that need pedimric studies., there
may be a need (or developing a t’ornluhition us part of the study (’sL[ch as devdopment 01’a iiquid
prqmration where one was not available Ixforc). I;ormulatinn should be part of study
requirements when necessary for the target population. Historically. the luck uf age-appropriate
[brmulmions hits been a significant block m gtiiting drugs studied and Inbcled for children. The
FDA should consider wlwlher development and testing of a new h-mulaticm [hat is more than a
change in corwentmlion should qualify for market exclusivity extension.

ml etion 01 ,‘q-“ The standard for “completion of the study” should include not only the.
submission nf data bul a requirement that the data he anal yzcd, assessed, interpreted, j udgcd LLnd
accepted by FDA. The mere comp)elion of a study in children shouid not necesswi] y quali f’yfor
extension of market cxclusjvity, Studies must adhere to principles o~”scienli Iic investigation that
util ixe adequtitc and genera Ily wcepted study design md population size needed to accurate] y
describe a drug’s age-specific kinelics, metabolism, e Ffects, and safety. [f the work low! at FDA
dc]ays review [or several lmcmths, colmp~ctiwl sholl]d be dated fionl the time of SUblmlSSiOrI 1~ the

dattt are fi)LInd 10 be wxeptab~e,

s: AAP would urge the FDA to set criltxia,
as part o ~the written request for pediatric studies, cxmsistent with its long term commitment to
high sktnd,ards for investigation of drugs and mceling dl existing t2LP and CXl> standards.
Criteria should also meet all current regulatory standards for studies intcndecl to support un NKIA
or SN DA submission. Specific ccmsidcrations should inc]L&, but not be ~imitcd to irw]u.sion of
aII adequate numbw of pediatric patients to determine the Outccnme,how to handle ii study when
data me unintcrpretah]e bcctiusc of a problem with technical analysis, and how M deal with
failure of the sponsor to compietc studies in all Lhcpediatric agc groups identified in the written
request.

l’hLls, pharmaceutical companies should not be ahk to completely control lhe process and extend
marker exclusivity I’mstudies in chiIdren that may he inadequate in power to accurately reflect
kinetics. CMablish optima[ dose, or iissess the outcome viiriabks.

~

“l_oevrduate accurately and insi@ttMly the changes produced by the proposed rule, as well m the
FD.A Modernization Act of 1997, A,Al>wcwld urge the FDA to usc a tracking mcchunisms that
cval Lutes the numbur and nature of label changes [or pediatric patients. [t is important to
distinguish tixtensinn 01 labeling to irw]ude new, especially younger, agc ranges that have not had
dosing and efficacy guidel itws horn chnnges in wording within the Iabcl dmt may be important,
bul much less significant for dle use of drugs in pediatric prrticnls. Lkvelqmwnl of new 1iquid

3
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for~~lLllatiol?ssl~oLlldbe trilckccl, in~>wtictllar, sinuethisdirectiy uddressesd~eneeds (~ftlw most
susceptible population.

A.APrecoll][ne]lds tl]atllle ages nffectcdby laboling cl~anges bccupnwed il~tl~is evaIll~ttion, i~s
well, e.g. newborn, 0-2 vr.. 2-6 yr., 6-12 y-,, and s 12 yr.

Aithough current regulations require the repm-ting nf adverse afftxxs of medications during
investi gmion for lhe prntcclion oft hc patient and the cornpan~, int%eclive ti-eatment mlLst 13C

reported as wcl 1. ‘l”]lis ensures that pdiiitric putients will not recej~~cmedications dcxnonstriited
to he ine ffcctivc and thus be deprived of a more effective treatment while receiving one that has
been demonstrated n(J[ to be effective. I.nuthcr worcis. Iabcling shou!d refkcl when Rdrug k Ml

et%xti~rc ~ora pediitlTic indication or agu group when that information is based on well controlled
stuciics.

Significant considemtion must be given to what becomes of (he dala, particulwiy if d~e claw hrwe
Hnegative impact on drug use. Avenucs of disseminating this information must be explored.

fro~
. .

● Addressing issues surrounding companies that may hitve adequate labeling daia but do not
want 10 label based on liability issues. Companies may lake the view that it is easier to
remain silen[ because the increase in pediatric Llscdoes not outweigh lhe perceived liability
cost.

● Establishing a registry of pediatric .Nudies underway (perhaps lhrough $cwtion 113 of PT.
105-115- D~\ta Bank fhr Studies ~or Serious Hlnesses). Pedimricitms and other bwdth
professionals who know that studies were in progress. may continue to be advocales I;or dlei r

timely completion and for the timely release of the data.

● While AA P trul y believes industry shares the common goal of’getting the most drugs studied
and appropriately labeled for pediatric use. there is a concern that eccmmnic considerations
w i1]drive lhe sdcclion of drugs which the industry will agree to study (rem the prioritizcci
!isl. ‘I-huhigh]y pro litabk drugs with Wi&SPrCilL\ LISC! in adu] 1s, especially lhosc whose
pntcnts are close to expiring, will be the likeliest candidates for study whi Ie important drugs
that arc less profitable may be left behind.

A strategy 10 address this conccm mi~ht be to “partner” profitable drugs with less profitable
drLlgs which wc Lllklllllf’lcttlrcl-edby lhe same sponsor tu discourage a pure!y economic
approach to pediatric studies. Al 1drugs which complete sludies under [his pro~’ision of lhe
law -- whether “partnered” or fiec slanding -- wouki receive market exclusivity provisions.

o Anodler cwwictcrution is to initiate some public recognition of companies that undcxtake
invest jgi~tions ill the newborn, cspecia[ly. 13tIi iLlso in inianls and children under six years Of

,1
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cc: Ann Wilt
LiZ Dickinson

Ilrtda Carter
Khuyti Roberts
Rosemary Roberts
Lermne Cusurnano
C’ccelia Parise
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